Informed consent is a primary precondition of legal and ethical clinical research and is regarded as the 'cardinal principle for judging the propriety of research with human beings'. 1 Based on the ethical principle of respect for personal autonomy, informed consent flows from the recognition that all persons have unconditional worth. 2 Having unconditional worth further implies that those unable or potentially unable to make autonomous decisions, such as the very young, the mentally ill and others, should be protected. 3 Mentally ill persons are regarded as potentially vulnerable to exploitation in research because their mental illness may inhibit their ability to give fully informed consent to participation. 4 Many scholars have commented on whether mentally ill persons should be allowed to participate in research: in the past, some held that all research with mentally ill persons should be prohibited; others believed that research aimed at bettering the situation of the mentally ill had to be allowed under very circumscribed conditions; 5 today, the quest is to ensure that mentally ill persons are protected against potential exploitation in research, and that appropriate research is undertaken to develop new knowledge in the service of this vulnerable group.
This contribution examines the statutory requirements relating to the informed consent of mentally ill persons to participation in clinical research in South Africa. Ethical research can only be undertaken if these requirements are met and the legal issues that frame the debate are considered.
The article is structured as follows: the juridical basis of informed consent in South African law is outlined before presenting the requirements for lawful consent developed in South African common law and case law. This is followed by a deliberation on the requirements for the participation of mentally ill persons in research as laid down by the Mental Health Care Act 6 and its Regulations, 7 the National Health Act 8 and the Draft Regulations
Relating to Research on Human Subjects, 9 and the Constitution.
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As the article has a very specific focus -informed consent to participation in clinical research by mentally ill persons -the discussion on informed consent in South African common, case and statute law is limited to the law as it pertains to mentally ill adult 11 persons; a discussion of the law on informed consent as it pertains to so-called pure 'therapeutic' research; and a discussion of the law as it pertains to controlled clinical trials and not to standard medical interventions or treatment.
Juridical foundations of informed consent to research participation
South African law regulates consent to participation in research as part of the wider concept of consent to medical intervention.
Before the analysis of informed consent focuses on the Mental Health Care Act, the juridical foundation of informed consent in the South African common, case, statute and constitutional law is briefly established. Because common and case law do not deal with informed consent in a research setting, the general principles of informed consent to medical interventions need to be extrapolated to a research setting.
Under South African law, legal liability for wrongful (delictual) or unlawful (criminal) conduct during a medical intervention is based on one -or a combination of -the following: contractual liability, delictual liability, criminal liability, or professional censure for unprofessional or unethical conduct. 12 Any medical intervention -whether therapeutic or experimental -is considered • Informed consent must be recognised by law: it must not be against the boni mores or public policy.
• The person who consents must have the legal capacity to consent, i.e. the consenting person must be legally and factually capable of understanding information and deciding on a course of action.
• The consent must be informed, i.e. information and comprehension should be present so that the consenting party knows what risks and benefits he or she is consenting to.
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• Consent should be free and voluntary, clear and unequivocal, and comprehensive.
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• It must be prior consent or consent given in advance; and it must be revocable. 23 Certain requirements are particularly problematic in relation to research involving mentally ill individuals. Aspects of legal capacity to consent and the requirement that consent be free and informed are highlighted below.
The person who consents must have the legal capacity to consent
Consent is given by someone who is legally and factually capable of consenting; alternatively, proxy consent is allowed. 24 Adults may lack legal capacity or competence to consent as a result of mental illness, or because they find themselves in a state of unconsciousness, or for other reasons. 25 Not all mentally ill persons, even all institutionalised mentally ill persons, are legally incapable of consenting to participation in research. 26 In the case of research on mentally ill persons, it must be assessed whether the mental disorder prevents the person from: (i) understanding to what he/she is consenting; (ii) choosing decisively for or against participation in research; (iii) communicating his/her choice; or (iv) accepting the need for an intervention. 27 Informed consent should be freely given and not be induced by fraud, fear or force. 41 Only informed consent that is freely and voluntarily given can be considered as adhering to the patient's right of self-determination. Factors that influence the freedom and voluntariness of informed consent in a research setting, for example, are the fraudulent or negligent misrepresentation of the research (e.g. if a participant in research is under the impression that she is undergoing treatment instead of taking part in research, and if that misrepresentation can be ascribed to the researcher's intentional or negligent actions, the researcher may be held liable due to a lack of informed consent) 42 and disproportionate financial incentives (if payment is given for participation in research in a setting in which participants are destitute and the payment is more than compensation for costs incurred and inconvenience suffered).
The participation of mentally ill persons in clinical research in terms of the Constitution, 1996, and various statutes
The Constitution, 1996
The Constitution of the Republic of South Africa, 1996, is the supreme law 43 of the Republic. Any law or conduct in conflict with the Constitution is unconstitutional and void. 44 Various rights guaranteed in the Constitution find application to the participation of mentally ill persons in research, namely the right to life, 45 the right to human dignity, 46 the right to equality, 47 the right to privacy, 48 the right of access to health care, 49 and, the focus of this discussion, the right to bodily and psychological integrity. 50 The protection of informed consent in section 12 (2) Van Wyk is of the opinion that 'experimentation' as used in section 12(2)(c) probably means medical or scientific 'research'. 51 The view is correct, given the fact that the two terms are used interchangeably in various international ethical documents and the National Health Act. 52 The inclusion of the word 'or'
indicates that 'scientific' is something different from 'medical'.
'Scientific' is certainly a term wider in meaning than medical; most medical experimentation may be termed 'scientific', but not all scientific experiments are 'medical'. Not only experimentation in the medical sciences but also other 'scientific' experiments conducted using human subjects fall under the ambit of section research on other than competent individuals, as long as the necessary surrogate consent has been obtained. 56 It is submitted that non-therapeutic or 'scientific' research on incompetent people that carries more than minimal risk is not allowed under the South African Constitution. For example, efficacy trials for drugs treating other conditions than those specific to mentally ill persons -if they carry more than minimal risk -cannot be carried out on mentally ill persons.
The Mental Health Care Act and its Regulations
According to its Preamble, the Mental Health Care Act provides for the 'care, treatment and rehabilitation' of mentally ill persons.
According to section 9, unless special circumstances prevail, The achievement of this is a goal that needs to be worked towards. At present chapter 8 of the National Health Act is being extensively redrafted, an outcome of which it is hoped will deal judiciously with the consent of mentally ill persons to participation in research.
28. Rather than a categorical approach which predicates that people should be considered incapable by virtue of their belonging to a certain category, for example, being involuntarily admitted to a psychiatric hospital (Van Staden 2007: 10).
29. As above.
30. The distinction between therapeutic and non-therapeutic research is regarded as too narrow: non-therapeutic research has many therapeutic elements; therapeutic research often has non-therapeutic elements; MRC. Ethics Book 1: 9.12. 
